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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Applicant: Bruno Tocque et al. Confirmation No.: 9433 
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Filed: August 2, 2002 Examiner: Heather G. Calamita 

Customer No.: 21559 

Title: GENETIC MARKERS OF TOXICITY, PREPARATION AND USES 
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Mail Stop Amendment 
Commissioner for Patents 
P.O. Box 1450 
Alexandria, VA 22313-1450 

DECLARATION OF DRS. TOCQUE. BRACCO. AND 
SCHWEIGHOFFER UNDER 37 C.F.R. 1.132 



1 . We are the inventors on the above-captioned patent application. 



2. Prior to February 26, 1 999, we, the undersigned inventors, were in possession of 
the method of present claims 56, 67-78, and 94-1 12. This is evidenced by the accompanying 
laboratory notebook pages, which were executed prior to February 26, 1999. In the notebook 
entries of pages 1-5, we describe the synthesis of nucleic acid probes derived from HeLa cells 
treated with ethanol. In the notebook entries of pages 6-7, we describe the spotting of 
oligonucleotides to a membrane. In particular, page 6 indicates the distribution of the oligos on 
the membrane. These oligos include oligonucleotides specific for splicing forms of human genes 
(e.g., oligos # 14, 17, 42, 44, 58) involved in apoptosis (e.g., BCLX). Page 7 presents the results 



of a hybridization of such a nucleic acid array with nucleic acid probes derived from HepG2 
cells. In the notebook entries of pages 8-17, we describe a hybridization experiment using PCR 
fragments derived from genes involved in apoptosis. In particular, on pages 8-13 we describe the 
synthesis of PCR fragments of genes related to apoptosis. In the notebook entries of page 14, we 
describe the preparation of nucleic acid probes derived from HepG2 cells treated or not treated 
with ethanol. In the notebook entries of pages 15-17, we describe the preparation of membranes 
that include the PCR fragments, and parallel hybridization of the PCR fragments with the two 
sets of nucleic acid probes. The notebook entries on page 16 show the distribution of the PCR 
fragments on the membrane and the notebook entries on page 17 show the results of the 
hybridization, which show a distinct hybridization profile between treated and non-treated cells. 

3. We hereby declare that all statements made herein of our own knowledge are true 
and that all statements made on information and belief are believed to be true; and further that 
these statements were made with the knowledge that willful false statements and the like so made 
are punishable by fine or imprisonment, or both, under Section 1001 of Title 18 of the United 
States Code and that such willful false statements may jeopardize the validity of the application 
or any patents issued thereon. 

Date: 

Dr. Bruno Tocque 

Date: 

Dr. Laurent Bracco 

Date: 

Dr. Fabien Schweighoffer 
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